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Dear Sir: 

I, Dr. Chong-Cheng Yuan, declare as follows: 

1 . I am the named inventor for the patent application identified above. I have 
reviewed the application and am familiar with its contents. A copy of my curriculum vitae is 
attached as Exhibit C. 

2. I understand that the claims currently under examination relate to a method for 
assaying a sample to determine its content of sodium ions or of lithium ions, using a sodium- 
sensitive or a lithium-sensitive bisphosphate nucleotidase. 
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3. I understand that the Patent Examiner rejected the pending claims because the 
specification allegedly failed to state which specific enzymes could be used in the claimed 
methods to detect either sodium or lithium. 

4. The application cites numerous references that describe suitable peptides for 
practicing the claimed methods. Some of the cited references specify the sensitivity of those 
peptides to either sodium or lithium or both. From my experience, I believe one of ordinary skill 
would have been able to use these cited references to identify suitable peptides for use in the 
claimed methods to assay either sodium or lithium, and would therefore have been able to 
practice the invention based on the specification as filed. 

5. The specification discloses that a peptide as described in Section B of the 
specification was successfully used to assay the sodium ion content of a solution, and exhibited 
an IC50 of 20 mM (see paragraph [001 12]). The specification further discloses that a peptide as 
described in Section B of the specification was successfully used to assay the lithium ion content 
of a solution, and exhibited an ID50 of 0.10 mM (see paragraph [00122]). 

6. From my personal knowledge of the assay used to generate the data included in 
the present application, I state that the assay for sodium ions and the assay for lithium ions 
identified in the preceding paragraph were both run with the same nucleotidase enzyme. I 
further state that the enzyme used in both of those assays was a chimeric protein having the 
amino acid sequence of SEQ ID NO: 4, which is disclosed at paragraph [0050] in the application 
as a suitable protein for such assays. 

7. I understand that the Examiner also indicated that a particular enzyme would need 
to be selective for either sodium or lithium to be used in the claimed methods. 
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8. The method of the claimed invention can be used successfully to assess the level 
of sodium in a sample known to have a low level of lithium, or to assess the level of lithium in a 
sample known to have a low level of sodium; and the method can be used to assess the level of 
either sodium or lithium if the level of the other is known by a separate method. 

9. Most samples of biological significance contain very low levels of lithium, unless 
the subject providing the sample is being treated with a lithium-containing medication. Most 
human samples contain a predictable level of sodium, since its concentration is usually closely 
regulated and thus falls within a narrow range. 

10. In view of these known characteristics, the methods of the invention can be used 
to determine the level of sodium or lithium in many samples even if the nucleotidase enzyme 
used in the assay is sensitive to both sodium and lithium ions, provided the sensitivity of the 
protein to each of the two ions is known. 

I declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further, that these 
statements are made with the knowledge that willful, false statements and the like so made are 
punishable by fine or imprisonment or both, under Section 1001 of Title 18 of the United States 
Code and that such willful false statements may jeopardize the validity of the application or any 
patent issued thereon. 

Executed at Pi e CA , on 7nfrg~ 2006. 

(city) (J (state) (day) (month) 




Chong-Sheng Yyan ^ * 
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Personal 



Birthdate: 
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Marital Status: 
Citizenship: 
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Phone numbers: 



January 11, 1959 
Zhejiang, China 
Married 
U.S.A. 

3590 Torrey View CT, San Diego, CA 92130 
858-792-7866 (H) 
858-455-4760 (O) 



Academic Training and Degrees 



Institution 


Degree 


Years 
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University of Ningbo, 
Zhejiang, China 


B. S. 


1978-1982 


Food 

Chemistry 


Ocean University of China, 
Qingdao, China 


Graduate school 


1983-1984 


Food 

Chemistry 


University of Mie, Japan 


M. S. 


1984-1987 


Biochemistry 
Enzymology 


University of Kyushu, Japan 


Ph. D. 


1987-1990 


Biochemistry 
Enzymology 


University of Kansas 


Post-doctoral fellow 


1991-1995 


Pharmaceutical 
Chemistry 



Employment 



Institution 


Title 


Duration 


Field 


University of Kansas 


Res. Assistant Professor 


1995-1997 


Biochemistry 
Drug Design 


Tanabe Res. Lab, Inc. 


Senior Scientist/Group 
Leader 


1997-2000 


Drug Design 
Biology 


Diazyme Laboratories 
Division, General Atomics 


Managing Director 


2000- 
present 


Clinical 

Diagnostics, 

Pharmaceutics 



Research Activities 



1986-1990 Ph.D. thesis under the guidance of Prof. Manabu Kitamikado in the 
Department of Agriculture, University of Kyushu, Japan 

Research focused on the purification, enzymatic and immunological 
characterizations of novel glucosaminidases involved in the lysosomal 
storage disease, G m2 -gangliosidosis. 
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1991-1995 Post-doctoral fellow with Prof. Ronald Borchardt in the Department of 
Pharmaceuticals Chemistry, University of Kansas, USA. 

Research focused on the discovery of broad-spectrum antiviral agents 
targeting S-adenosylhomocysteine hydrolase. Extensively studied the 
mechanism of S-adenosylhomocysteine hydrolase and discovered a new 
enzyme reaction mechanism that can be utilized for design of novel 
inhibitors of the enzyme. 



1995-1997 Research Assistant Professor in Higuchi Biosciences Center, University 
of Kansas, U.S.A. 

Research focused on anticancer drug development from natural products 
and on the development of drugs lowering plasma level of homocysteine 
as a treatment for cardiovascular diseases. 



1997-2000 Senior Scientist/Group leader in the Department of Biology, Tanabe 
Research Laboratories, Inc., San Diego, CA, USA. 

Research focused on the discovery of novel immunosuppressants for 
organ transplantation. Discovered a new mechanism forT-cell 
inactivation and inhibition of T-cell proliferation. 



2000-present Co-founder and Managing Director of Diazyme Laboratories, Division of 
General Atomics. San Diego, CA, USA. 

Research focused on the development of novel enzyme-based clinical 
diagnostic reagents, and enzyme inhibitors as novel 
immunosuppressants. Executive management of strategic planning and 
international marketing. 



Honors and Awards 

Chinese Government Scholarship for Outstanding Graduate Student to Study Abroad (1984 to 1990). 
Traineeship Award from Japanese Association for Overseas Technology Scholarship (1990 to 1991). 
Invited speaker at FASEB summer research conference on biological methylation, 1997, Vermont. 

Memberships in Professional Organizations 

Full member of American Society for Biochemistry and Molecular Biology 

Full member of American Association of Clinical Chemistry 

Full member of American Association of Pharmaceutical Sciences 

Independent Research Grant Awards 

Research grant from Beso Biological Engineering R&D Inc., August 1995 to July 1997, 
$89,000 over 2 years. This grant is supporting research in anticancer drug discovery. 
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Management training 

BioCom's Industrial Management and Leadership Training Course, 1998 
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